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Pooled shRNA screening for novel potential drug targets in T-ALL
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Acute lymphoblastic leukemia (ALL) is a disease with poor survival,

therefore, development of molecular target drugs is awaited to improve the prognosis of ALL
atients.

?n this study, | used a short hairpin RNA (shRNA) library against chromatin modifiers, which play a
pivotal role in normal hematopoiesis and leukemogenesis, to screen for novel potential drug targets
in T-cell acute lymphoblastic leukemia (T-ALL). As a counter-screen for general toxicity of shRNAs,
we used normal human fibroblast cells. One of the best candidate drug targets identified in these
screens was METTL18, which is supporsed to be an uncharacterized methyl-transferase. Depletion of
METTL18 impairs growth of human T-ALL cell lines, but not normal cell, in vitro in dose-dependent
manner and we observed the correlation between the expression level of METTL18 and cell growth rate

in T-ALL lines, indicating METTL18 is an important regulator of T-ALL cells growth and is an ideal
drug-target in T-ALL.
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